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¢mo¢mrh’-uv¢.m¢m:nn. 30 of esch e 12 alch
greup, were Zad @, 19, 31.&, or 160 ppu Syfemncn <lats fex Txe yemTs.

Choervations for effscts imslwdeds

1. Veskly bedy weights

2. Daily eppesvence sad bebawvier chachs.

3. Hemsgvems inclwiing microhasstecrits, total smd dilfersstisli
Mﬁsmd&d-ﬂ‘umo&lmmw;t
13, 26, 42 emd 31 weeks. Sixlisar mmbers Ivom 4ll greups vere
choehod =t 19, 78, 92, aad 100 wesks.

4. Chelimecterase {shibitism tests.

a. rmumum-&mmmazb,u.w.u. é
49, 52, 78, 91, sad 1OV wesks.

5. Brsim of 5 of sach zex in esch grevp 2t tormisatism.
"4 7.8, 1AS9; Teb. 1, 1969 W19 R
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3. Necrapey &t termiantien.

. Cress smminttion of tissuse anéd cvgems fov conpound reisted
effents.

b Fesrs, liwer, kideay, eplesm, laumg, bunis, geunde, adremal,
thyseid, pituisecy, puesists, and csiarus wighed.

. Micsesenple smmmiznstion of livar, hidusy, heart, splesn, lumg,
l.‘-h.uit-ya-l.m-.a—b.
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Crowpe of puwebued beugle dogs, 4 of ench ses im ench grewp, wene fod O,
4, &8, ox 340 gpm Dylemtts dists fexr tae yesrs.

Shvermeionc. o aifests ineimieds [ BEST AVAlLa:
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1. Neskiy bedy weights. = Abez C!!PE
2. Saily checks for sighe of temisity. Frequamt detatied physiesi

snsxisetisons isclwiing bedy tomperttive, hasw: retu, TesplirEtery

rate, ots.
3. Blecd presevre sasuremints 2t 0,7,14,20,27,43,36,32,91 sad 104 weeis.
4. Optimimts emsatmntion st 7,13,23,37,% and 106 wesko. P
S. TRomotology imtliudiisg hemstecxits, hameglshix, sedimmmtstion Tate, //\ —3

csigelacion rate, threubecyts ssunte, wtal sad differential cewats,
inftisily sed a2 6,13,1%9,26,39,73,21 and 106 weeks.
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Biochanistry tsais &t the same iatervals iacliuded 3G, AP, bioed
slucoas, 3GOT, SGET, prothrombin time, plasas sad rbc chelinestarise,
and brain cheliassterese at termimation.

Electrocardiograms imicislly asd at 7,14,20,37,43,58,52,%1 amd 106
wanks.

Secrapsy At termimaties

2. Cross suamisation of tissuse Sad ecgums ior compound rsiated
afigats.

». Gesrt, liver, kidesy, spless, lumg, dcmia, gonnds, adressl,
chyroid, pituitary, uisrus and prestite weighed.

w-—uus-dun.mm.mqh—.
_.MMptntm.l.*.‘lnq;hﬂ.m.
gousde, utscus, prestats, G.L. tzact, paasrase, humim, spinsl cexd,
bous usrrew, skelutal muscle, wasmsry glead, skixn, eyas, gall bladder,
and wrinery bledder.

Z2asulins

240 yym growp’

m-mduuhﬁ‘ucﬂad--azimhm
anther at 76 wesks.

Tonicicy signsg treners, emd incressed iscrimal, mesei, sad
salivary sscrsctiems. BHair loss.

Exythrecyts chelinestsrase complately inkidiced; plases 502
inkibited.

SAF walues slightly imcressed.
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Liver weights slightly imcrsssed.
Ticsae reactione (uicrescepieally) im smmll intestine amd lives.
&0 pym

Maderste ishibitiom of bloed chelinssinrsss

Liver weights slightly iwcrsised in aces Jegs.
Texxic resctions im one dag - tyemers and hair loss

3 ppa - cespewnd related effects mot revesled by cheervatioms.
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Ihres jenerstiom yac veproduction study (veedard Zesearch Cerp. 13o3)

uoupof.’iﬁ(ﬂ)mmmn.lo-uaia:hnnm‘chmmiﬁ
o, 10.«31.6;9.0;“&4&«“;&9:&:“&:“”-
tions. mutm‘mnﬁcudimmtnlhuanhmm
Obeervatiess ior effeces f{acluded:

i. Birch, 4 day, ani wesning weights.

2. Physical essaimacien of nswbern.

3. Visceral and skeletsl swsmimation of newbern fer s~omcilse.

4. wm.xmmdn“ummmu

chese hawve st s utut)l-iuro-irzm fomins.

5. l'3§
a. um.m.um-mazmuwmmw

- iistez.
». umums liver, kidmey, besrt, spleem, edremsl
sod geesds, and boms sarrew of 1 of cech sex irea esch litter.
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L85
ovel . Littsr Litvers woralgrouwn  focel liye boxm
s, b 3xd st 32d 34

J a 16f22 18423 16719 132 17t 154
a b 20422 isliz \I/19 190 133 106
19 a 15723  18/2% 1o/21 152 172 W3
10 » 16722 16/31 1a/19 137 154 102
it.a a 17720 Wwin 13/19 183 155 192
31l.9 » 13/21 - 2/13 16717 150 215 L9
£2 S Lire
0 a 1i.4 2.5 1i.0 7 3 3
b ] [ 18.2 2.3 1i8.% 13 3 15
19 a 10.5 18.7 1d.3 3 i ]
13 b 11,9 3.9 Li.é 2 1 is
31.9 a 9.9 18.9  18.7 Y b &
31.0 b 18.9 .. Li.: 1% 1% i

—=
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Censracions
Dist
level _Littey el é
Azs. 3 2pd iaz 3 3xd
) a - 151 A2 0 4o 1a3
Q » 52 135 13?7 115 128 19%
10 a - 133 123 a2 21 A
i0 » 13-4 143 132 i2s 129 72
31.5 a - b7 +3 183 lha s 183
IL.e b 150 19 %2 135 54 143
Negw bizth welighs oSl weswing velsht. .
] ] 8.3 aad 8.2 3%.5 3.2 .9
L0 | ] 4.5 - 4.9 5.2 3B.5 4l.d 3%
31.5 = . 3.5 3.2 6.5 - .5 25.%
3.5 » 8.2 1.3 6.1 4.0 33.% 38.2

Zesults: Ceupowad tealaced efifects wers vet revedled by the chssrwitions.
Taxicity dein swswmyy?

2 year dog = efieet
ot S Fpa
Systemie * ppm

Z your ez o aifect
che 10 pp
Systenie 3l.1 pp=

3 pemsyAtisn ral Toproduction study

31i.5 pp=
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COMCLUS JOu:

Frovided temicity data swppert the safety of the Tequested
tolezamses of cthis petitien.

G. L. Whicmeve, 2.¥.M,
Divisien of Taxicelegy
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